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International Dioxide, Inc. An especially useful SCD is a
product sold under the trademark Bio-Cide® by Bio-Cide
International, Inc., as well as a product identified by Allergan,
Inc. by the trademark Purite.

Other useful preservatives include antimicrobial peptides.
Among the antimicrobial peptides which may be employed
include, without limitation, defensins, peptides related to
defensins, cecropins, peptides related to cecropins, magain-
ins and peptides related to magainins and other amino acid
polymers with antibacterial, antifungal and/or antiviral
activities. Mixtures of antimicrobial peptides or mixtures of
antimicrobial peptides with other preservatives are also
included within the scope of the present invention.

The compositions of the present invention may include
viscosity modifying agents or components, such as cellulose
polymers, including hydroxypropyl methyl cellulose
(HPMCQ), hydroxyethy] cellulose (HEC), ethyl hydroxyethyl
cellulose, hydroxypropyl cellulose, methyl cellulose and car-
boxymethyl cellulose; carbomers (e.g. carbopol, and the
like); polyvinyl alcohol; polyvinyl pyrrolidone; alginates;
carrageenans; and guar, karaya, agarose, locust bean, traga-
canth and xanthan gums. Such viscosity modifying compo-
nents are employed, if at all, in an amount effective to provide
a desired viscosity to the present compositions. The concen-
tration of such viscosity modifiers will typically vary between
about 0.01 to about 5% w/v of the total composition, although
other concentrations of certain viscosity modifying compo-
nents may be employed.

The presently useful compositions may be produced using
conventional and well known methods useful in producing
ophthalmic products including oil-in-water emulsions.

In one example, the oily phase of the emulsion can be
combined with the cyclosporin component to solubilize the
cyclosporin component in the oily material phase. The oily
phase and the water may be separately heated to an appropri-
ate temperature. This temperature may be the same in both
cases, generally a few degrees to about 10° C. above the
melting temperature of the ingredient(s) having the highest
melting point in the case of a solid or semi-solid oily phase for
emulsifier components in the oily phase. Where the oily phase
is a liquid at room temperature, a suitable temperature for
preparation of a composition may be determined by routine
experimentation in which the melting point of the ingredients
aside from the oily phase is determined. In cases where all
components of either the oily phase or the water phase are
soluble at room temperature, no heating may be necessary.
Non-emulsifying agents which are water soluble are dis-
solved in the water and oil soluble components including the
surfactant components are dissolved in the oily phase.

To create an oil-in-water emulsion, the final oil phase is
gently mixed into either an intermediate, preferably de-ion-
ized water, phase or into the final water phase to create a
suitable dispersion and the product is allowed to cool with or
without stirring. In the case where the final oil phase is first
gently mixed into an intermediate water phase, the resulting
emulsion concentrate is thereafter mixed in the appropriate
ratio with the final aqueous phase. In such cases, the emulsion
concentrate and the final aqueous phase may not be at the
same temperature or heated above room temperature, as the
emulsion may be already formed at this point.

The oil-in-water emulsions of the present invention can be
sterilized after preparation using heat, for example, autoclave
steam sterilization or can be sterile filtered using, for
example, a 0.22 micron sterile filter.

Sterilization employing a sterilization filter can be used
when the emulsion droplet (or globule or particle) size and
characteristics allows this. The droplet size distribution of the
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emulsion need not be entirely below the particle size cutoff of
the 0.22 micron sterile filtration membrane to be sterile-
filtratable. In cases wherein the droplet size distribution of the
emulsion is above the particle size cutoff of the 0.22 micron
sterile filtration membrane, the emulsion needs to be able to
deform or change while passing through the filtration mem-
brane and then reform after passing through. This property is
easily determined by routine testing of emulsion droplet size
distributions and percent of total oil in the compositions
before and after filtration. Alternatively, a loss of a small
amount of larger droplet sized material may be acceptable.

The present oil-in-water emulsions preferably are thermo-
dynamicaly stable, much like microemulsions, and yet may
not be isotropic transparent compositions as are microemul-
sions. The emulsions of the present invention advantageously
have a shelf life exceeding one year at room temperature.

The following non-limiting examples illustrate certain
aspects of the present invention.

EXAMPLE 1

Two compositions are selected for testing. These compo-
sitions are produced in accordance with well known tech-
niques and have the following make-ups:

Composition I Composition IT

wt % wt %
Cyclosporin A 0.1 0.05
Castor Oil 1.25 1.25
Polysorbate 80 1.00 1.00
Premulen ® 0.05 0.05
Glycerine 2.20 2.20
Sodium hydroxide qs qs
Purified Water qs qs
pH 7.2-7.6 7.2-7.6
Weight Ratio of 0.08 0.04

Cyclosporin A to
Castor Oil

These compositions are employed in a Phase 3, double-
masked, randomized, parallel group study for the treatment of
dry eye disease.

The results of this study indicate that Composition I, in
accordance with the present invention, which has a reduced
concentration of cyclosporin A and a cyclosporin A to castor
oil ratio of less than 0.08, provides overall efficacy in treating
dry eye disease substantially equal to that of Composition 1.
This is surprising for a number of reasons. For example, the
reduced concentration of cyclosporin A in Composition 11
would have been expected to result in reduced overall efficacy
in treating dry eye disease. Also, the large amount of castor oil
relative to the amount of cyclosporin A in Composition 11
might have been expected to cause increased eye irritation
relative to Composition I. However, both Composition [ and
Composition II are found to be substantially non-irritating in
use.

Using relatively increased amounts of castor oil, with
reduced amounts of cyclosporin component, as in Composi-
tion II, is believed to take advantage of the benefits, for
example the ocular lubrication benefits, of castor oil, as well
as the presence of ricinoleic acid in the castor oil, to at least
assist in treating dry eye syndrome in combination with
cyclosporin A.

In addition, it is found that the high concentration of castor
oil relative to cyclosporin component, as in Composition II,
provides the advantage of more quickly or rapidly (for



